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DETAILED ACTION 

1 . The finality of the previous office action mailed on 06/1 2/2007 is withdrawn upon 
further consideration. Please see the office action as set forth below. 

Rejections Withdrawn 

2. The rejection of claims 24-38 on the ground of nonstatutory obviousness-type 
double patenting as being unpatentable over claims 1-3 and 5-8 of U.S. Patent No. 
6,677,138 in view of Trill et al (Current Opinion in Biotechnology. 1995. 6:553-560; IDS 
- 06/22/2006) as evidenced by Orlandi et al (Proc. Natl. Acad. Sci. USA, 86:3833-3837, 
1989). Further, claims 24-38 remain rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-4, 6-13 and 15- 
27 of U.S. Patent No. 6.420.140 : over Claims 1-4 and 6-11 of U.S. Patent No. 
6,207,418 : over Claims 1-4 and 6-11 of U.S. Patent No. 5,916,771, all in view of Trill 
(Current Opinion in Biotechnology. 1995. 6:553-560; IDS - 06/22/2006) is withdrawn in 
view of filing of appropriate terminal disclaimers. 

3. The provisional rejection of claims 24-38 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over Claims 50, 51, 56, 58- 
65, 67 and 69-74 of copending Application No. 10/155,839 in view of Trill (Current 
Opinion in Biotechnology. 1995. 6:553-560; IDS - 06/22/2006) is withdrawn in view of 
abandonment of the copending Application No. 10/155,839. 
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Claim Rejections - 35 USC § 112 

4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

5. Claims 24-38 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a method for producing a human antibody (a) 
introducing a first polynucleotide into a first mammalian myeloma cell, wherein the first 
polynucleotide comprises a first amplifiable marker and a sequence encoding a heavy 
chain polypeptide of a human antibody; (b) introducing a second polynucleotide into a 
second mammalian myeloma cell, wherein the second polynucleotide comprises a 
second amplifiable marker and a sequence encoding a light chain polypeptide of the 
said human antibody; (c) culturing each of said first and second mammalian myeloma 
cells separately; and (d) fusing the cultured cells produced by steps (a)-(c) to form a 
hybrid cell, wherein the hybrid cell expresses the said human antibody, does not 
reasonably provide enablement for producing, does not reasonably provide enablement 
for (a) introducing a first polynucleotide ... (b) introducing a second ... (c) culturing each 
of said first and second mammalian myeloma cells separately in the presence of an 
amplification agent, wherein the first and second amplifiable markers are amplified by 
the same amplification agent : and (d) fusing the cultured cells produced by steps (a)-(c) 
to form a hybrid cell, wherein the hybrid cell expresses the said human antibody. The 
specification does not enable any person skilled in the art to which it pertains, or with 
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which it is most nearly connected, to make and use the invention commensurate in 
scope with these claims. 

Factors to be considered in determining whether undue experimentation is 
required, are summarized in Ex parte Forman , 230 USPQ 546 (BPAI 1986). They 
include the nature of the invention, the state of the prior art, the relative skill of those in 
the art, the amount of direction or guidance disclosed in the specification, the presence 
or absence of working examples, the predictability or unpredictability of the art, the 
breadth of the claims, and the quantity of experimentation which would be required in 
order to practice the invention as claimed. 

The claims are broadly drawn to a method for producing a human antibody, said 
method comprising: (a) introducing a first polynucleotide into a first mammalian 
myeloma cell, wherein the first polynucleotide comprises a first amplifiable marker and a 
sequence encoding a heavy chain polypeptide of a human antibody; (b) introducing a 
second polynucleotide into a second mammalian myeloma cell, wherein the second 
polynucleotide comprises a second amplifiable marker and a sequence encoding a light 
chain polypeptide of the said human antibody; (c) culturing each of said first and second 
mammalian myeloma cells separately in the presence of an amplification agent, wherein 
the first and second amplifiable markers are amplified by the same amplification agent : 
and (d) fusing the cultured cells produced by steps (a)-(c) to form a hybrid cell, wherein 
the hybrid cell expresses the said human antibody. 

The specification teaches the generation of hybrid cells containing light and 
heavy immunoglobulin chains and states that the after the appropriate selection and 
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amplification, the selected first and second cells are fused to form the hybrid cell 
(example 1 in particular). However, the specification does not specifically disclose the 
amplification of the individual light and heavy chain genes. Particularly, in view of the 
art recognized problem, wherein the heavy chain expression alone is toxic to the cells, 
the specification fails to enable a skilled artisan to amplify the heavy chain in the 
absence of light chain. 
MPEP2161: 

An invention may be described without the disclosure being enabling ... "[A] 
specification which describes' does not necessarily also enable' one skilled in the art to 
make or use the claimed invention." See In re Armbruster, 512 F.2d 676, 677, 185 
USPQ 152, 153 (CCPA 1975). 

The claims recite a method wherein the fusion of the two myeloma cells is carried 
out after the amplification of the heavy and light chains. However, due to the toxicity 
associated with the heavy chain production alone in cells and in the absence of the any 
working examples to overcome such art recognized deficiency, the specification does 
not enable a skilled artisan to amplify the heavy and light chain separately before fusion 
of myeloma cells. For example, Clive and Kaufman (U.S. Patent 6475787) teach that 
heavy chain expression in the absence of light chain expression may be deleterious to 
the producing cells (paragraph 6, in particular). Kohler (Proc. Natl. Acad. Sci. 1980, 
77:2197-2199) teach that free immunoglobulin heavy chain is toxic for the cells (please 
see the entire article, abstract in particular). Haas and Wabl (Proc. Natl. Acad. Sci. 
1984, 81:7185-7188) teach that immunoglobulin heavy chain toxicity. Haas and Wabl 
teach that it is very difficult to recover cells that have only H chain expression without 
any L chain expression (please see the entire article, introduction in particular). 
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Bebbington (Methods: A Companion to Methods of Enzymology, 1991. 2(2):1 36-145) 
teach that the synthesis of heavy chain without a light chain may be toxic to the cell and 
should be avoided (page 138 left column, in particular). All of this underscores the 
criticality of providing workable examples which is not disclosed in the specification, 
particularly in view of the art recognized problems, such as heavy chain toxicity. 

The applicant has not overcome the art recognized deficiencies associated with 
amplification pre-fusion rather than the more common and accepted post-amplification 
protocol for optimal Ab expression. 

In view of the teachings above, and the lack of guidance and or exemplification in 
the specification, at the time the application was filed it would not have been predictable 
for one of skill in the art for the amplification of heavy chain in the absence of light chain 
as contemplated in the disclosure. Thus, it would require undue experimentation by one 
of skill in the art to practice the invention as claimed. 

Conclusion 

6. No claims are allowed 

7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Parithosh K. Tungaturthi whose telephone number is 
571-272-8789. The examiner can normally be reached on Monday through Friday from 
8:30 AM to 5:00 PM. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry R. Helms, Ph.D. can be reached on (571) 272-0832. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



Respectfully, 
Parithosh K. Tungaturthi 
Ph: (571)272-8789 




DAVID J. BLANCHARD 
-PATENT EXAMINER 



